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5 FILES SEARCHED. . . 
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=> s LI (p) 12 (p) 13 
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=> duplicate remove 14 
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L5 ANSWER 1 OF 3 BIOSIS COPYRIGHT 2 003 BIOLOGICAL ABSTRACTS INC. 
ACCESSION NUMBER: 2001:340475 BIOSIS 
DOCUMENT NUMBER: PREV2 0010034 047 5 

TITLE: Chimeric proteins. 

AUTHOR (S) : Innis, Michael A.; Creasey, Abla A. 

ASSIGNEE: Chiron Corporation 
PATENT INFORMATION: US 6174721 January 16, 2001 

SOURCE: Official Gazette of the United States Patent and Trademark 

Office Patents, (Jan. 16, 2001) Vol. 1242, No. 3, pp. No 
Pagination, e-file. 
ISSN: 0098-1133. 

DOCUMENT TYPE: Patent 

LANGUAGE : English 

jsj$ ***Chimeric*** ***proteins*** possessing Kunitz-type domain 1 of 

***XFPI*** - ***2*** and Kunitz-type domain 2 of ***TFPI*** are 
disclosed, as are muteins of *** TFPI *** a nd *** T FPI*** - *** 2 *** 
. Nucleic acid sequences, expression vectors and transformed host cells 
encoding and capable of producing the disclosed ***chimeric*** 

***proteins*** and muteins are also disclosed. Finally, methods for 
prevention and treatment of septic shock using the ***chimeric*** 
***proteins*** and muteins are disclosed. 
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Chiron Corporation, USA 
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AB ***Chimeric*** 
***TFPI*** 



US 1995-438184 
WO 1995-US9464 W 19950725 
US 1997-943682 Al 19971014 

possessing Kunitz-type domain 1 ot 



***proteins*** 

***2*** and Kunitz-type domain 2 of ***TFPI*** are 
provided, as are muteins of ***TFPI*** and ***TFPI*** - ***2*** 
Nucleic acid sequences, expression vectors, and transformed host cells 
encoding and capable of producing the disclosed ***chimeric** * 
***proteins*** and muteins are also provided. ***Chimeric*** 
***proteins*** were constructed with amino acid sequences capable of 
binding a cell surface component (glycosaminoglycan, heparin) such as 
peptide moieties from protease nexin-1, protease nexin-2, antithrombin 
III, heparin cof actor II, protein C inhibitor, platelet factor 4, bovine 
pancreatic trypsin inhibitor, and ghilanten-related inhibitors. The 

***chimeric*** ***proteins*** are produced as yeast . alpha .- factor 

***fusion*** ***proteins*** for secretion, or alternatively, may be 

expressed as a ubiquitin ***fusion*** ***protein*** . Potential 

sites for N-liked glycosylation within ***TFPI*** (Asnll6 . f wdarw. Gin, 
Asn227 . fwdarw.Gln) are removed using overlapping PCR and mutations ochl , 
mnl, and alg3 are introduced in transformed yeast cells to prevent the 
prodn. of .alpha. -1, 6-polymannose terminal carbohydrate moieties in the 
chimeric products. Finally, methods for prevention and treatment of 
septic shock using the ***chimeric* ** * **proteins*** and muteins 

are described. 
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JP 1995-506588 19950725 
AT 1995-926779 19950725 
US 1997-854764 19970512 
PRIORITY APPLN. INFO.: US 1994-286530 A 19940805 

WO 1995-US9377 W 19950725 
AB A method for the prodn. of Tissue Factor Pathway Inhibitor ( ***TFPI*** 
) and Tissue Factor Pathway Inhibitor 2 ( ***TFPI*** - ***2*** ) and 
muteins thereof is disclosed wherein the protein is retained within a 
yeast cell during growth of the yeast cell and recovered from an insol . 
fraction prepd. from yeast cells contg. the protein. This method produces 
full-length, homogeneous TFP having the correct N-terminal amino acid 
sequence. Plasmid pLACI 4.1, which contains a chimeric gene encoding a 
ubiquitin-mature TFP1 ***fusion*** ***protein*** , was prepd. S. 

cerevisiae strains VH6 , AB122, and JSC310 transformed with this plasmid* 
produced TFP1 at 5,10, and 15% of total protein, resp. The TFP1 was biol . 
active . 



-> s heparin binding domain 

L6 2 995 HEPARIN BINDING DOMAIN 

=> s (protease nexin 1) or (protease nexin 2) or (antithrombin III) or (heparin cofactor II) or 
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L7 47084 (PROTEASE NEXIN 1) OR (PROTEASE NEXIN 2) OR (ANTITHROMBIN III) 

OR (HEPARIN COFACTOR II) OR (PROTEIN C INHIBITOR) OR (PLATELET 
FACTOR 4) 

=> s (bovine pancreatic trypsin inhibitor) or (ghilanten-related inhibitor) 
L 8 3568 (BOVINE PANCREATIC TRYPSIN INHIBITOR) OR (GHILANTEN-RELATED 

INHIBITOR) 

=> s 16 (p) (17 or 18) 
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L5 3 DUPLICATE REMOVE (0 DUPLICATES REMOVED) 

L6 2 995 S HEPARIN BINDING DOMAIN 

47084 S (PROTEASE NEXIN 1) OR (PROTEASE NEXIN 2) OR (ANT I THROMBIN II 

L8 3568 S (BOVINE PANCREATIC TRYPSIN INHIBITOR) OR (GHILANTEN- RELATED I 

L9 159 S L6 (P) (L7 OR L8) 

L10 0 S L4 (P) L9 
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SINCE FILE TOTAL 
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